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Patent Claims 



1. Carboxylic acic 




amides of general formula 



(I) , 



(^^2K CO (CH2)n Ar 

wherein 

one of the groups m ot n denotes the number 0 and 
the other group m or A denotes the number 1, 

Ar denotes a phenylene\or naphthylene group optionally 
substituted by a fluorine, chlorine or bromine atom, by a 
trif luoromethyl, Ci_3-alkyl, hydroxy, C,_3-alkoxy, phenyl- 
Ci_3-alkoxy, amino, C,_3-alkylamino or di- (Ci_3-alkyl ) -amino 
group, whilst the phenyiene group may be substituted by 
another fluorine, chlorifie or bromine atom or by another 
Ci_3-alkyl group, 

a thienylene, thiazolyleiie, pyridinylene , pyrimidinylene, 
pyrazinylene or pyridazinylene group optionally substituted 
in the carbon skeleton by\a C,_3-alkyl group, 

denotes a C^.j-alkyl group optionally substituted by an 
amino, C^.j-alkylamino, di- (Ic^.j-alkyl) -amino, phenyl, 
naphthyl, heteroaryl or 4-\to 7-membered cycloalkyleneimino 
group , 



a Cj.^-cycloalkyl group whicn is substituted in the 1 position 
by a 5- to 7-membered cycloalkyleneiminocarbonyl group. 



an amino, C^.g-alkylamino , C^.^V-cycloalkylamino or phenyl-C,_3- 
alkylamino group which may im each case be substituted at 
the amino-nitrogen atom by a Ibenzoyl or phenyl sulphonyl 
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group or by a Ci_3-alkyl or C,_3-alkylcarbonyl group optionally 



substituted in the C^. 



-alkyl moiety by a carboxy group. 



a 4- to V-membered cycloalkyleneiminocarbonyl or 
cycloalkyleneiminosulphonyl group optionally substituted by 
a Cj.j-alkyl group, 



an aminosulphonyl groqp 
Ci_3-alkyl groups , 



optionally substituted by one or two 



a phenyl group optionally substituted by a fluorine, 
chlorine or bromine atpm, by a trif luoromethyl , 

1 or Ci.3-alkoxy group, which may 
additionally be substiduted by a fluorine, chlorine or 
bromine atom or by a tnif luoromethyl , C^.j-alkyl or C^.j-alkoxy 
group , 



a Ci,3-alkoxy, phenyl -Ci.34alkoxy, heteroaryloxy or 
heteroaryloxy-Ci_3-alkoxy\ group wherein the alkoxy moiety may 
be substituted in the 2 or 3 position in each case by an 
amino, Cj_3-"alkylamino or pi- (C^.j-alkyl ) -amino group, 

a C3_,-cycloalkoxy group, whilst the methylene group in the 3 
or 4 position in a Cg.^-cyciLoalkoxy group may be replaced by 
an -NH group, whilst the -ySTH group may be substituted 

by a Cj.g-alkyl group whtch may be substituted in the 2 or 
3 position by an amino, \ C^^j-alkylamino or di- (C^.j-alkyl ) - 
amino group, by a Ci.3-al|jkylcarbonyl , arylcarbonyl or 
aryl sulphonyl group or 



by an aminocarbonyl , C^.j-alkylaminocarbonyl or di- 
(C,.3-alkyl) -aminocarbonyl \group, wherein in each case the 
oxygen atom of the carbon^l group is replaced by an imino 
group. 
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denotes a hydrogen, fluorine, chlorine or bromine atom, a 
Ci.3-alkyl, hydroxM or C^.j-alkoxy group, 

R3 denotes a hydrogen atom or a Ci.3-alkyl group, 

denotes a hydrogen atom or a C^^j-alkyl group optionally 
substituted by a carboxy group and 

R5 denotes a cyano group or an amidino group optionally 
substituted by one ox two C, ,-alkyl groups, whilst 

by the abovementionedl heteroaryl groups is meant a 
5-membered heteroaryl \ group optionally substituted by a 
C^_3-alkyl group which contains, in the heteroaromatic moiety, 

an imino group optionally substituted by a Ci_3-alkyl 
group, or an oxygeri or sulphur atom, 

an imino group optionally substituted by a C^.j-alkyl 
group and an oxygen,! sulphur or nitrogen atom, 

an imino group optiomally substituted by a Cj_3-alkyl 
group and two nitrogen atoms or 

an oxygen or sulphur atom and two nitrogen atoms, 

or a 6-membered heteroarylene group optionally substituted 
by a Cj_3-alkyl group whichl contains one or two nitrogen atoms 
in the heteroaromatic moieity. 



the carboxy groups mentioned in the definition of the 
abovementioned groups may be replaced by a group which may 
be converted into a carboxyi group in vivo or by a group 
which is negatively charged\under physiological conditions 
or 
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the amino and imino groups mentioned in the definition of 
the abovementioned groups may be replaced by a group which 
may be cleaved in vilvo. 



the isomers and salts thereof. 

2. Compounds of general formula I according to claim 1, 
wherein 

one of the groups m oi n denotes the number 0 and 
the other group m or 4 denotes the number 1, 

Ar denotes a phenyl ene I group optionally substituted by a 
fluorine, chlorine or ftromine atom or by a methyl, hydroxy, 
methoxy or benzyloxy gi\oup, which may be substituted by 
another methyl group, 

denotes a phenyl groui optionally substituted by a 
fluorine, chlorine or brfcmine atom or by a trif luoromethyl , 
aminosulphonyl , Ci_3-'alkyl\ or Ci.3-alkoxy group, which may 
additionally be substituted by a fluorine, chlorine or 
bromine atom or by a trif J^uoromethyl , Ci.3-alkyl or C^.j-alkoxy 
group , 

a methyl group substituted W a dimethylamino , pyrrolidine 
or imidazolyl group, wherei^ the imidazolyl moiety may be 
substituted by a methyl groi 

an amino, C^.g-alkylamino, cyclLopentylamino or benzylamino 
group which may be substituted at the amino-nitrogen atom by 
a carboxy-Ci_2-alkyl, C^.j-alkoxVcarbonyl-C^.j-alkyl , carboxy- 
Ci_2-alkylcarbonyl or C^.j-alkox^carbonyl-C^.j-alkylcarbonyl 
group , 



a benzoylamino or phenyl sulphonyl amino group. 
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a cyclopropyl group fwhich is substituted in the 1 position 
by a 5- to 7-memberad cycloalkyleneiminocarbonyl group, 

an optionally methylv-substituted pyrrol idinocarbonyl , 
piperidinocarbonyl , wrrolidinosulphonyl or 
piperidinosulphonyl droup , 

a Ci_3-alkoxy group wheorein the alkoxy moiety in the 2 or 3 
position may be substdituted in each case by an amino, C^^^- 
alkylamino or di- (C,_3-alkyl ) -amino group, 

a phenyl -Ci_3-alkoxy or pyridinyloxy group, 

a C5_7-cycloalkoxy group Wherein the methylene group in the 3 
or 4 position may be replLaced by an -NH group, whilst the 
-NH group may be substituted 

by a Ci_3-alkyl or Cj.s^alkanoyl group, 

by a C2.3-alkanoyl or aminocarbonyl group wherein in each 
case the oxygen atom of the carbonyl group is replaced by 
an imino group, \ 

denotes a hydrogen, fluortne, chlorine or bromine atom, a 
methyl, hydroxy or methoxy gbroup, 

R3 denotes a hydrogen atom or\a methyl group, 

denotes a hydrogen atom or a methyl or ethyl group 
optionally substituted by a caWboxy or 0^,3 -alkoxy carbonyl 
group and \ 

R, denotes a cyano group or an ^idino group optionally 
substituted by a C^.g-alkoxy carbonyl or benzoyl group, 

the isomers thereof and the salta thereof. 

77 > 



Case 5/1266 



^ 5"^ 9 9 s-Tf -a aru fl-Hi j-^ trtt - 

is«^ •Vytf. ^j,^- s j 



Compounds of 
wherein 



general formula I according to claim 1, 



one of the groups m or n denotes the number 0 and 
the other group ml or n denotes the number 1 , 



Ar denotes a phen^^lene group optionally substituted by a 
methyl, hydroxy, methoxy or benzyloxy group, 

denotes a phenyl! group optionally substituted by a 
fluorine, chlorine \or bromine atom or by a trif luoromethyl , 
aminosulphonyl , C^.j^alkyl or C^.j-alkoxy group, which may 
additionally be substituted by a fluorine, chlorine or 
bromine atom or by a trif luoromethyl , C^.j-alkyl or C^.j-alkoxy 
group , 

a cyclopropyl group which is substituted in the 1 position 
by a 5- to 7-memberedl cycloalkyleneiminocarbonyl group, or a 
4- to 7-membered cycloalkyleneiminocarbonyl group, 

an optionally methyl-substituted pyrrol idinocarbonyl , 
piperidinocarbonyl or Wrrolidinosulphonyl group, 

R2 denotes a hydrogen, filuorine, chlorine or bromine atom or 
a methyl group, 

R3 denotes a hydrogen atom or a methyl group, 

R4 denotes a hydrogen atom or a methyl or ethyl group 
substituted by a carboxy, \methoxycarbonyl or ethoxy car bony 1 
group and 



R5 denotes an amidino group! optionally substituted by a 
C^.g-alkoxycarbonyl or benzo^^ group. 
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the isomers thereof and the salts thereof. 

4. The following compounds of general formula I according 
to claim l\: 

(a) 2- ( 5 -carbamiWdoyl- 2 -hydroxy-phenyl) -N- [ 3 -methyl -4- 
(pyrrolidin-l-yl+carbonyl ) -phenyl] -acetamide, 

(b) 2- (2-benzyloxv-5-carbamimidoyl-phenyl) -N- (2- 
ethoxycarbonyl-etnlyl) -N- [3-methyl-4- (pyrrolidin-l-yl- 
carbonyl) -phenyl] -acetamide, 

(c) 2- (2-hydroxy-5-Jcarbamimidoyl -phenyl ) -N- (2- 
ethoxycarbonylethyDV-N- [3-methyl-4- (pyrrolidin-l-yl- 
carbonyl) -phenyl] -acetamide, 

(d) 2- ( 2 -hydroxy- 5 -caoY^amimidoyl -phenyl ) -N- (2-carboxy- 
ethyl) -N- [3-methyl-4- (Wrrolidin-l-yl-carbonyl ) -phenyl] - 
acetamide, \ 

(e) 2- ( 5-carbamimidoyl-2 Vhydroxy-phenyl ) -N- [ 3 -methyl -4- 
(piperidin-l-yl-carbonyl)V-phenyl] -acetamide and 

(f ) 2- ( 5 -carbamimidoyl- 2 -hydroxy-phenyl ) -N- [ 3 -methyl - 
4- ( 2 -aminosulphonyl -phenyl )\-phenyl] -acetamide, 

wherein the amidino group may additionally be substituted by 
a Ci_g-allcoxycarbonyl or benzoyl group, and the salts thereof. 

5 . 2- (5 -Carbamimidoyl- 2 -hydrbxy-phenyl) -N- [ 3 -methyl -4- 
(pyrrolidin-l-yl-carbonyl)\-phenyl] -acetamide and the 
salts thereof. \ 

6. Physiologically acceptable salts of the compounds 
according to claims 1 to 5 whereo^n denotes one of the 
amidino groups mentioned in claims 1 to 5 . 
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7. Pharmaceutical compositions containing a compound 
according to at least one of claims 1 to 5, wherein 

enotes one of the amidino groups mentioned in claims 1 to 
5, or a salt acco\-ding to claim 6 optionally together with 
one or more inert tearriers and/or diluents. 



8- Use of a compounJfl according to at least one of claims 1 
to 5, wherein den&tes one of the amidino groups mentioned 
in claims 1 to 5, or\a salt according to claim 6, for 
preparing a pharmaceutical composition having an anti- 
thrombotic activity , 

9. Process for preparing a pharmaceutical composition 
according to claim 7, characterised in that a compound 
according to at least one of claims 1 to 5, wherein R^ 
denotes one of the amidino groups mentioned in claims 1 to 
5, or a salt acccrding to claim 6 is incorporated in one or 
more inert carriers and/ or diluents by a non-chemical 
method. 



a) a compound of 



10. Process for /preparing the compounds according to claims 
1 to 6, charactterjlsed in that 



wherein 

R, to R^ and m are 
with a carboxylic 




ral formula 



(ID , 



(CHj), 



■NR. 



■H 



fined as in claims 1 to 5, is acylated 
id of general formula 
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Hd)— CO (CH2)n Ar 



(III) , 



wherein 

Ar, R5 and n ate defined as in claims 1 to 5 , or with the 
reactive derivatives thereof, or 

b) in order to Vprepare a compound of general formula I 
wherein denoties an amidino group which may be substituted 
by one or two CA-alkyl groups, a compound of general formula 




(CHo) 



2f m 



'CO 



(CH2)^ 



Ar C(NH) 



(IV) , 



optionally formed ii^/the reaction mixture, 
wherein 

ifine^a^s in claims 1 to 5 and 
ralkoxy, alkylthio or aralkylthio 
^an amine of general formula 



Rl to R4, Ar and n a 
Zi denotes an alkoxy, 
group, is reacted 



WIN 



H 



R,NR, 



, (V) 



wherein 

Rg and R,, which may be identical or different, each denote a 
hydrogen atom or a C^.j-alkyl group, or with the salts 
thereof, and 



subsequently, if desired, a compound of general formula I 
thus obtained which contains an amino or imino group is 
converted by means of a corresponding acyl derivative into a 
corresponding acyl compound of general formula I and/or 
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a compound of general 
an esterified carboxy 



formula I thus obtained which contains 
jroup is converted by hydrolysis into 



a corresponding carboxylic acid of general formula I and/or 

a compound of general formula I thus obtained which contains 
a carboxy group is converted by esterif ication into a 
corresponding ester and/or 



a protecting group /ised\ 
the reactions is c^eav^ 

a compound of general foi 
into the stereoisomers tl 



protect reactive groups during 
and /or 

ula I thus obtained is resolved 
ereof/ and/or 



a compound of general forimula I thus obtained is converted 
into the salts thereof, particularly, for pharmaceutical 
use, into the physiologically acceptable salts thereof with 
an inorganic or organic acid or base. 
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